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Essential knowledge of genetic medicine -current issues and future plans-

Issei Imoto

Department of Human Genetics, Institute of Biomedical Sciences, Tokushima University Graduate School, Tokushima, Japan

SUMMARY

In the personal genome sequencing era, genetic medicine using next-generation sequencing
will be spread rapidly in the clinical setting. In such a situation, everyone in the society should
understand the genetic knowledge of an individual through two aspect, heredity and variation. In
addition, health care provider should establish the system to provide the appropriate genetic

medicine.

Key words : genetic medicine, health care, personal genome
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Genetic examination of pediatric neurological disorders

Yoshihiro Toda

Department of Pediatrics, School of Medicine, University of Tokushima, Tokushima, Japan

SUMMARY

For children with neurological disorders, we are often unable to identify any abnormalities dur-
ing the examination based on the blood test, CT/MRI, EEG, EMG, etc. In such cases, it becomes
necessary to check for congenital genetic anomalies, especially when two or more symptoms in-
volving external malformation, organ malformation, and defect in eyesight or hearing ability are
found. Under clinical settings, the G-banding stain is the first such test to be conducted. Al-
though the cost is covered by insurance and the test can be used to examine all of the chromo-
somes, it is only capable of detecting comparatively large deletions and duplications. The FISH
method, however, has far higher sensitivity compared to the G-banding in terms of identifying
deletions and duplications. Unfortunately, since it utilizes specific DNA probes, it cannot be used
without first specifying a particular target disease. Moreover, even if the correct target disease is
chosen, this test consistently produces numerical abnormalities. Therefore, we may find it best to
use the microarray-based comparative genomic hybridization (array CGH). This test makes it
possible to analyze an entire genome domain, and the sensitivity is much higher than that of G-
banding. In recent years, a large number of microdeletions have been found by this method.
However, this method is expensive because it is not covered by insurance, and structural anomalies
without abnormalities in the copy number are also undetectable. In addition, although analyses
using next-generation sequencers are becoming more widespread, this test is still performed in the
laboratory. At present, various gene abnormalities are being identified in pediatric neurological
disorders through the progress of gene-analysis technology. Therefore, our knowledge of the ge-
netic diseases we analyze is increasing rapidly, and we frequently need to consult with genetic
specialists. Unfortunately, since the types of examinations available in clinical settings are still
somewhat restricted, we hope that the costs of a microarray analysis suitable for these types of

genetic screening will soon be covered by insurance.

Key words : pediatrics, G-banding, FISH, Array CGH, DNA sequencers
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Hereditary breast cancer

Akira Tangoku", Yukiko Tadokoro”, Hirokazu Takechi’, Hiroaki Toba", Misako Nakagawa",

Masami Morimoto”, Ichiro Hashimoto®, and Yoshiro Abe”

VDepartment of Esophagus, Breast and Thyroid Surgery, Tokushima University Hospital, Tokushima, Japan
2 Department of Plastic Surgery, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Hereditary breast cancer and/or ovarian cancer (HBOC) has been closed up in Japan. But
few were known about the disease. HBOC is known as a syndrome that causes breast and ovar-
ian cancer at exceptionally high rate in patients who have genetic mutations in BRCA lor 2. The
population of the Genetic/familial high risk breast and/or ovarian cancer is not low rate even in
Japan if compared with the Western population. Important thing is recognize the fact that HBOC
is not rare in Japan and perform a screening detailed family history if the patient has family history.
We can evaluate the risk by genetic test and offer the preventive strategies like an intensive
screening with MRI, chemoprevention and prophylactic mastectomy before the occurrence of can-
cer for the carrier. Genetic counseling service by the authorized doctor and counselor has been
started in our institute. Genetic screening of BRCA 1/2 mutation can be taken in Tokushima Uni-

versity Hospital.

Key words : Hereditary breast cancer and/or ovarian cancer (HBOC), familial breast cancer,
BRCA 1,2
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Genes and Congenital hearing loss

Aki Shimada

B H O A

L TH %o e RO ER A TR R ER T
BPFEINDL L, HEOFELHLNIITET, AL
WH % GO 72t T OREIHHNTH 5,

X ®m

1) Usami, S. Nishio, S, Nagano, M., Abe, S, er al.: Si-
multaneous Screening of Multiple Mutations by In-
vader Assay Improves Molecular Diagnosis of He-
reditary Hearing Loss : A Multicenter Study. PLoS
One, 7 . 31276, 2012

2 ) Tsukada, K. Nishio, S, Usami, S.:Deafness Gene
Study Consortium. A large cohort study of GJB2
mutations in Japanese hearing loss patients. Clin.
Genet., 78 . 464-470, 2010

Department of Otolaryngology, University of Tokushima School of Medicine, Tokushima, Japan

SUMMARY

Congenital hearing loss is one of most common sensory disorder, which occurring in one of

every 1,000 babies born. More than 50% of congenital hearing loss is genetic, most often autoso-

mal recessive and non-syndromic.

The genetic heterogeneity of hereditary hearing loss is represented by eighty of hearing loss

genes.

Molecular genetic tests are available for early correct diagnosis of hearing loss and for as-

sessment of presumed hearing type and accompanying symptom.

Early auditory intervention through amplification and special audio education is essential for

optimal cognitive development in children with deafness.

can’t achieve adequate verbal skill with amplification and need cochlear implantation.

But some severe hearing loss children

Identifica-

tion of hearing loss gene variant will tell us the information of state of hearing loss and cochlear

implantation result of them.

Key words : hearing loss genes, congenital hearing loss, hereditary hearing loss
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TVATH=UREGALTVLED, BT ATIEIERI VAT O VoEFRTIZLA LRV,

VEIZE Y, Ty MINASH FFRZEZER T 52 & 12
KL THENY, NASH DRIEMEIZBIT LIV AT
0= VOEE2EH S b, DIAR-MSG <7 A 121310
# AWGLIRE, BEHRICFIES BT 525, 2o OlEE
b, TSOD ~ 7 A DRFES & A A1 FFHIF R E & HCC
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ORI A VB 2 8 L, EEOMERET TH
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BICHBOTELCHEULTEBY, TNENOREBOEERE
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S, EFAV VK EWIRYFrOEFEICEDS
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R ER, AENVY F eV KRIRWE DA T 5 NIEAE
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1 BUREIRIE 7V OFERLE & LT, Bralgic A b L
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0-month

3 1 TSOD ¥ A% DIAR-MSG ~ 7 2 O Hk
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AFRY vy vy Fa— LTI, B 2SRRI LR 2 EOMERIEEL, s OREN NI /HLO
FRICHEMEICHERT A 226N TS, TSOD ¥ 7 AR DIARMSG ¥ 7 AlZ bORXFEKR) v 7L v Fu—
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New animal models for the translational study of metabolic syndrome-associated liver
diseases

Koichi Tsuneyama

Department of Pathology and Laboratory Medicine, Tokushima University Graduate School, Tokushima, Japan

SUMMARY

Metabolic syndrome (MS) is a worldwide healthcare issue and a dominant risk factor for the
development of incurable diseases that affect the entire body. The hepatic manifestations of MS
include nonalcoholic fatty liver disease (NAFLD) and its progressive variant nonalcoholic steatohe-
patitis (NASH). NASH is known to extend into liver cirrhosis and hepatocellular carcinoma
(HCC). To determine the pathogenesis and effective treatment, an excellent animal model of
NASH/HCC is required. We recently succeeded to develop two MS associated NASH mice model
(TSOD mice and DIAR-MSG mice). Their clinical course and pathological characters were quite
similar to those of human MS-NASH patients. Interestingly, most of them developed HCC in aged,
which pathological and functional characters were identical to those of human HCC. In addition,
we established a novel mouse model of HCC based on type 1 diabetes (DIAR-nSTZ mice) and
reported its histopathological features. To compare these mice models from various aspects, we
can highlight specific and useful characters of MS associated liver diseases including hepato-

carcinogenesis.

Key words : animal model, metabolic syndrome, nonalcoholic steatohepatitis, hepatocellular carci-

noma
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MEEERE 71%5,
R & (FHEBEEFZTERERN)

VBRI BT B IGRIR TR Z TN (PVP) DOERRBIHRET

AR O RN T
FEABEAEE NI 21 ETbils R 2 b
(PH2TEI0H 140 ZA)  (CFH274E10 /26 H 52 H)

FEAE,  FABRIEARE 25§ B AR B 2 FAlE & L C,
SRR B9 FT IR AE B (PVP) 2SAFTHEK L DD
Hbo BEEICBWTH2012467H L) PVP #EA L T
BY, 40, 20154 3 A F TI2HfT L 726061 O R AR IE
KAERED] % 3t 5 & UERIR MG 217 - 720 PVP JEfTHE
B - ¥ 451370, O, 715 37 Bt AR A% 1 F- %458, 8ml,
YPFAEE393. 5%, WA OANEZOY MEETIEF
¥0.4g/dl TdH o 72, Miniakli & M 1205 3 2 H DfH
V24T o 725 IR O e T Id, P ERSET S RER 2 2
7 (IPSS), ¥ QOL 2 27, FHR KRR, B &
OFEFRIREIL, WIS FELYUE L RO, WA
BHRECTH -7 TR TRCHTF—F N T — Lo
7o Mitk, —@EMEOPREEDTH (11.7%) IZAHA LN
HTF—TIVEREEEE LD, SFCHRAKICIEY T —
WIREWRETH o720 T H 7 —F VL EYIZEY

72 b &34, 1 Td - 72, PVP I3 LR T

-
L
BEPOHEMEDH A TH S LEZ BN,

F LI

BV IR ASE (benign prostatic hyperplasia; BPH)
&, BB RYEBEC &0 TER R E A 2T
HIEBLERIN TN D, REEBHEICAS NS TN
DERETH Y, KIFITBIT 2 HHFIL, 60T 6 %,
70 A TI2% & SN BV, BN ZEIIETENTH S
75, OFEWGRON RT3 56, QPEENSE
FEDREIRD Y6, QIR - IREBRGHE - MR - BEbERS A
R EDEPELND B, TR INDEE, [T

g, mOmOR

'OoR ok RO, B WK A

BEEENDY, 2N F TBPHICK T 5 FA#EEICIE,
FEIR BRI RIS BRYIBRAT  (transurethral resection of the
prostate; TURP) 28 E BN I N T E 7225, 2 22048
HE, L)ARTREELFMFESIES N, HES
nTaz,

GreenLight HPS 120W % J\» 72 333 1l 37 i A8 L
#fi (photoselective vapolization of the prostate ; PVP)
X, BEMoOREBRBESHERTEIHE SN TWRVnE D
O, HPOBAETITAERME TURP & 1ZIZFR%ET, »
Do, iz  ABRBBEAEWE SNTnE20, K
FAFIF20114F 7 B & D REEIGE S v, DR T Bk
ICERLODH D, BFICBWTH20124E8 H L hi#EA
LTwa, 4, FORHGTIEd 55, LEEIZBITS
PVP OFMIEIZ DOV THE 21T 0 72O THE T 5,

MR EFHE

20124F 7 H 7> 520154E 3 A ¥ T2, BPH 1A L 4k
BT PVP % JiifT L 726001 & W R & L7zo FAlT#EI0
&, BIEBIERIESIET A KT 4 YOI > THE L7z,
PVP TEFAIC & Y MEZ W 2515 5 e v 720, fiir
WCHEGZ, FBMERPURE (PSA) Ol L & 412 MRI
THBELTBET A L2 RAIE L, Az BEssetb
N B BB\ & BT L7ze F72, BIZBRAFE
40ml L FOHEFIC BT, HEOHFEZ EET 572
OIZIRIE - BEBEFEIC X 2 BIE 2 AT o 70 IRIRIEGHE & A
T % B L) 2 U & TR IS IR A AT,

FUML/NAREEE R HUE ] 5 1 3 A0 932 die SRR D J R AR L 72
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PN, SRS L ISHEMREEEZITo 72, L—H—
AL X, AMS HH# 120-W HPS, WH#IL Storz #:
4 23Fr. Pt AN BB A M L, A AR K %
W TRERE R ICZEBL 2 ATV, BV ER IR E A3
SICHR LB Tl zfERE, T LA (K1), i
BILISFr. JRE N T — TV EIEAL, Fi| - Hifvkis %
19, BRI EZHRET L Lz HAIE Lz, F
WrET 2 COPERIRRED Ll 1, EBS ATV BREEIR A 2 7
(IPSS), QOL A 2 7, F KJRiLEE, FRIRE % F v, SPSS
(IBM #f) # {8 L T Wilcoxon DFF S AL AE 12 X
D RERHENT 21T\, p<0.05% MATHIICHEEDT D 5
LB L7z PR OPERIREDFHIE L EE O RBEOH
FliZhby, WME125 3 5 HOBIZAT - 72, PERERE
DFIC BV TUE, FRIERZE A A 2 EOEPRC X
0 fl D FAl7 & P fits L 7 SEFI AR AARE T b o 72 E R 12
Bah L7z,

SR &

N

w R

PVP % jifif7 L 726061 7 Gl 3@ R OIREETSH 1),
JRIEH T — T VHE SN Tz, FHEHILT0. 05,
BUL R 123958, 8ml Td - 72, i Al DT PSA 1l
134.5ng/ml TH Y, 21FNCHIVIRERDS ST wWiz

(£1)o AIVBRAEMIZ PVP AIIATY, AIVIRE % &5
L72#IZPVP 2479 T & ZFAI L LTWAA, 36IT
BEOHEREYIRELEZR LT, o %GiH L FEED
T PVP L EFFICAMZ AT L, 9 B 1BIIHEIVIREDS
FEREINPVP BICKIVE VEE TR TS, PVP

L—f

— R 5

WA =B e

D FHFARRFRX93. 55, P L —H =BG = )L F—
13244,536] TH o 720 F¥HHh 77— 7V EB T EY
L7 & os4, IR & ¢, MiBHdo~Es 0
YT IEE0.4g/dlE DT A TH o 72, 2 BIIZTURP,
L BN IR E YT BT A3 PRt S Tz (R 2) . ik,
SEE B HLBREIR A 27 (IPSS) 1324, 1822 510.6
B, ¥ QOL score 135, 457200 52,58, P KRR
137.9ml/s % 515.4ml/s, B L OFIFERIR 13121, 0ml
A 538.6ml &\ g FHICUE L, HEFFMICAER
RO, MANRTH 72 7THNETXTHT — 7T
V7Y —bhrods (3), MBEGIHELELITRL,
1661 (26.7%) 2B\ THTERZR D IMLIR I LSV > 9
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FEIR B PR B SER
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by + R AR 7

K2 TR
601 (2 412 TUR-P, 14
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W NPR TE B BAART 2 3B )
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F3 TAHIGR TOHRRIREE

JERE (n=44) FHT Mits p fiE
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EEICHARIE N T — T VEETRETH o 720 JRIEE
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o T8I0, RRRERRTZIR L — 3 — &l (holmium
laser enucleation of the prostate; HoLEP) 12ft# S h
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Clinical results of photoselective vaporization of the prostate in our institution

Masaaki Nishitani, Satoshi Koyama, Daigo Okada, Takehiro Suenaga, and Narushi Yokota

Department of Urology, Kawashima Hospital, Tokushima, Japan

SUMMARY

Recently, photoselective vaporization of the prostate (PVP) has become an increasingly popu-
lar option for the treatment of lower urinary tract symptoms (LUTS) secondary to benign prostatic
hyperplasia (BPH), due to the associated lower morbidity. In the present study, we present the
results of our experience with 120-W high-performance system (HPS) laser PVP. From July 2012
to March 2015, a total of 60 consecutive patients, with a mean age of 70.0 years, underwent PVP.
The mean prostate volume, the mean operative duration, and the mean hemoglobin decrease was
58.8 cm?, 93. 5 minutes and 0.4 g/dl, respectively. Significant improvements were observed post-
operatively in the International Prostate Symptom Score, quality of life score, maximal urinary flow
rate, and postvoid residual urine volume. All of 7 patients with chronic urinary retention have be-
come catheter-free. No major complication occurred intraoperatively or postoperatively. Al-
though 7 patients (11.7%) required recatheterization postoperatively, the catheters were able to
be removed from all of them in a few days. The mean postoperative catheterization time includ-
ing recatheterization was 34.1 hours. PVP with a 120-W HPS laser is considered to be effective
and safe for treatment of LUTS secondary to BPH.

Key words : photoselective vaporization, lasers, prostate, prostatic hyperplasia
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A case of the synchronous gastric, ascending colon, and rectal cancer which was treated
with laparoscopy

Shunsuke Kuramoto, Hiroshi Okitsu, Yasuhiro Yuasa, Yuta Matsuo, Hiroshi Edagawa, Ryotaro Tani,
Osamu Mori, Atsushi Tomibayashi, and Masakazu Goto

Department of Digestive Surgery, Tokushima red cross hospital, Tokushima, Japan

SUMMARY

A 5l-years-old man was admitted with anemia. The upper gastrointestinal endoscopy re-
vealed 0-ITa+ Il c lesion in the middle body of the stomach. The colonoscopy revealed type 3
lesion by Borrmann classification with advanced stenosis. Computed tomography of the abdomen
revealed the tumor in the ascending colon. We diagnosed a synchronous gastric, ascending colon,
and rectal cancer. After neoadjuvant chemotherapy, we performed the laparoscopic operation for
the synchronous cancer. There were no remarkable complications due to the collaboration. La-
paroscopic approach for synchronous triple cancer is feasible as safety and minimally invasive

surgery.

Key words : synchronous cancer, laparoscopy, combined surgery
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Recurrence of Petersen’s hernia after laparoscopic-assisted total gastrectomy with

Roux-en-Y reconstruction

Kenta Matsushita, Yoichiro Kawashita, Toshiyuki Yagi, Syuichi Iwahashi, Motoya Chikakiyo, and
Koichi Ikawa

Department of Surgery, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

Petersen’s hernia is a type of internal hernia that may occur after Roux-en-Y reconstruction.

Some surgeons suture Petersen’s defect for prevention of Petersen’s hernia.

recurrent Petersen’s hernia.

trectomy with antecolic Roux-en-Y reconstruction for gastric cancer.

6 months later.

recurrence 2 months later.

sion ; thus, we sutured Petersen’s defect again, more tightly than before.

We closed Petersen’s defect by absorbable suture.

We report a case of

A fifty-something man underwent laparoscopic-assisted total gas-

Petersen’s hernia occurred

However, he experienced

The defect had not been successfully closed and there was no adhe-

Additionally, we investi-

gated different approaches for closing Petersen’s defect due to our experience of recurrent

Petersen’s hernia.

Key words : Roux-en-Y, internal hernia, Petersen’s hernia
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A case of transverse colon hiatal hernia that occurred in the late onset after blunt
abdominal injury

Yuichiro Okushi”, Hayato Mori®, Atsushi Morishita”, Kenta Matsushita”, Naoya Kawakita®,
Yoichiro Kawashita”, Tomohiko Miyatani”, Takeshi Omura®, Koichi Ikawa®, Toshiyuki Hirose®,

Shinji Kuratate®, and Toshiyuki Yagi®

UThe post graduate education center, Tokushima Prefectural Central Hospital, Tokushima, Japan

? Department of Surgery, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

A T7-year-old woman presented to the emergency department with complains of abdominal
pain and frequent vomiting.

In the past, she has never been on surgery but she suffered blunt liver injury after motor vehi-
cle accident nine months ago. She was performed trans-catheter arterial embolization to the left
hepatic lobe at that time and had been seeing a doctor regularly for post traumatic biloma.

The contrast-enhanced abdominal CT scan revealed a closed loop and a dilatation of a small
intestine. She was diagnosed a small bowel obstruction due to a internal hernia.

She was operated urgently. The surgical exploration showed that the congested jejunum
incarcerated into an omental bursa, and an adhesion of the jejunum mesentery and a greater
omentum.

We found a mesentery hiatus of the transverse colon, through which a higher jejunum had
incarcerated into the omental bursa. The jejunum was reduced manually and the hiatus was
closed by suture. The patient followed a favorable postoperative course and was discharged on
postoperative day 6. We report a extremely rare transverse colon hiatal hernia that occurred in

the late onset after blunt abdominal injury with the review of the literature.

Key words : transverse colon hiatal hernia, biloma, blunt abdominal injury, acute abdoment
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A case of anaplastic lymphoma kinase-positive non-small cell lung cancer with a poor

performance status successfully treated with crizotinib

Keisuke Kajita", Seidai Sato”, Yuko Toyoda®, Satoshi Sakaguchi”, Toshifumi Tezuka®, Hisatsugu Goto”

Masaki Hanibuchi®, and Yasuhiko Nishioka®

UThe Post-graduate Education Center, Tokushima University Hospital, Tokushima, Japan
2>Depurtmenif of Respiratory Medicine and Rheumatology, Tokushima University Hospital, Tokushima, Japan

SUMMARY

A 27-year-old female was referred to our hospital for further examination of hoarseness, cough,
and hemoptysis. Positron emission tomography-computed tomography revealed FDG accumula-
tion in a huge mass in the left lower lobe, lymph nodes in the hilum, mediastinum and right cervical
lesion left scapula and vertebral body. Further examination yielded the diagnosis of primary lung
adenocarcinoma (cT2aN3M1b: Stage IV) harboring the anaplastic lymphoma kinase (ALK) fusion
oncogene. Although her general condition was getting worse due to rapid increase of the pleural
effusion, crizotinib promptly diminish the pleural effusion and ameliorated the patient’s condition.
The adverse events of crizotinib, such as nausea, vomiting and visual disturbance, were generally
mild and well tolerable during treatment. These findings suggest that crizotinib is a promising

candidate for ALK-positive non-small cell lung cancer patients even with poor performances.

Key words : crizotinib, anaplastic lymphoma kinase, non-small cell lung cancer, performance status
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A late elderly patient who developed acute-onset type 1 diabetes in the course of
maintenance hemodialysis for non-diabetic renal failure

Reika Oe"”, Hiroshi Yamaguchi®, Tomoko Bando®®, Takafumi Harada“", Atsuhisa Shirakami”,

Toru Inai®, and Ayumu Komatsu®

UThe Center for Clinical Education, Tokushima Prefectural Central Hospital, Tokushima, Japan

2>Department of Diabetology and Metabolic Medicine, Tokushima Prefectural Central Hospital, Tokushima, Japan
3 The Postgraduate Center, Tokushima University Hospital, Tokushima, Japan

4>Department of Cardiology, Tokushima Prefectural Central Hospital, Tokushima, Japan

5 Department of Urology, Tokushima Prefectural Central Hospital, Tokushima, Japan

5 Komatsu Urology Clinic, Tokushima, Japan

SUMMARY

We herein presented a case of a 75-year-old man who was referred to our hospital for hyper-
glycemia in a drowsy state following a convulsive seizure after receiving hemodialysis at another
clinic. He had been receiving maintenance hemodialysis for non-diabetic renal failure from the age
of 73 years. He was diagnosed with diabetic ketosis because his blood glucose level was 707 mg/dl,
HbAlc 8.3%, glycoalbumin 40. 5%, serum osmolality 323 mosm/kg, and 3-hydroxybutyric acid 5. 8
mmol/l. Continuous intravenous insulin infusion therapy was immediately initiated and was
changed to intensive insulin therapy on the 7th day after his admission. He did not have metabolic
acidosis or serious dehydration associated with the acute metabolic derangement observed on
arrival because fluid corrections for acid-base and electrolyte imbalances in the blood had been
achieved by hemodialysis prior to his referral to our hospital. ACPR at six minutes in the glucagon
loading test was hardly affected, indicating that his endogenous insulin secretory capacity was
markedly reduced. The GAD antibody was negative. He had the haplotype of HLA DR4, which
is considered to reflect disease susceptibility for type 1 diabetes in Japanese individuals. Acute-
onset type 1 diabetes mellitus was diagnosed based on the diagnostic criteria for acute-onset type 1
diabetes mellitus (2012) by the Committee of the Japan Diabetes Society. At the time of his dis-
charge, 8 units of insulin lispro were being administered prior to each meal in addition to 2 units of
insulin glargine before sleeping. He was transferred to a local clinic on the 23" day after his ad-
mission. Although glycoalbumin had been measured every six months in the present case, it was
not useful for detecting new onset diabetes. Therefore, blood glucose measurements before dialy-
sis need to be regularly performed, even in dialysis patients with non-diabetic renal failure, in order

to detect the new onset of diabetes at an early stage.

Key words : acute-onset type 1 diabetes mellitus, hemodialysis, late elderly, non-diabetic renal fail-

ure, Diabetic ketosis
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Table 1 Laboratory findings on arrival at the hospital
il e E R JR—#%
WBC (/ul) 300 PT (#) 13.1 i 1.018
Neut (%) 64.0 PT-INR 1.15 pH 5
Eo (%) 4.0 APTT (%) 36.4 s 2+
Baso (%) 0.0 Fib (mg/dl) 337 bia —
Mono (%) 4.0 AT-TI 49.2 sk -
Lym (%) 28.0 FDP 18.4 il 1+
Hb (g/dl) 6.5 yavy )y 1+
PLT (X10"4/ul) 6.9 YLy —
L BRI 2 547 ﬁﬁfﬁr -

AST (TU/) 116 pH 7.027 ;méﬁ“ 5o
ALT (1IU/D) 33 PCO2 (Torr) 95.9 Emﬁ 0~ 1
ALP (IU/1) 305 PO2 (Torr) 107.8 h
+GTP (1U/1) 23 HCO3- (mEq/1) 24.6
BUN (mg/dl) 44.8 BE —6.4
Cre (mg/dl) 1.61 AnGap 12.9
Na (mEq/1) 137.7
K (mEg/1) 6.07
CRP (mg/dl) 19.0
PCT (mg/dl) 1.14

b, A=Y NZT 7oA ZfHA LRI G L7, & =

F 7k O IMLE S 80mmHg B L IRMETH - 72720,
AEFI OS5 b BME L 72 MUMEE IS4 L Tk MEPM
(100mg) % PEH L, Bk ER#A 23 L CTid G-CSF #
HoFkGes®Mcaf aR) YL AF 21— (6mg/H)
B L7z ZOBKMEM Y 3 v 7123 L T mPSL
(100mg) DFEG- AT 72 EHIREDOLEITZ L
WkEEDEA L 2 58, AFBES HBE IS L7z,

WR-TIE, 20104F 1 H -20154F 6 H £ TOMIRIZ RA
2R3 5 MTX #2512 Bk A & 2k L it &
7o 7B & 5 BIRER L 72D T, ZFOEERFHRIZOWT
it L7z (Table2), s - RO W T, @¥F
- WETH o720 RA DFEHEIESL MTX OF5-HI 12
B4 23MIAHTH L, H5EIEME SRR
(4-6mg/H) THHESH TV,

M7 — %\ LFE LS #FE T, SRR/ DI
561 b IEFIH~BERELROLDOMRT, TOK
R CE B R PLIMERR A 2k LT, 04
B CERERERE % FRO 72, REEREIIEPLIM BRI A 12 A
T % BRI YE R MU AE & BE % L CB ), DIC DiRAE
Th o7, MilEEETIZE Coli 7 &% & 722,
RHREIELHETH o7z, HHIZHUREE R G-CSF #A| 0
L5 &2 T o e BaTET, AR 2 HE (1 -
6 HI#) T&pFIFELE L7,

AIFTIEMTX #5-FmrE0Ha s LT, 2mg/H,

6 mg/#, 9mg/HDIERREEIITDON, 2mg/HTIX
HRHEIME L, 6mg/HE 9mg/BTITHERMHEICEAL T
WO FEEDNR L, LA HENS VLIRS
R EOHERZRPHEINENTH S Z L HESH, 6
mg/FATHIGET 5 Z LRSI N TV 5, il 4 DFEFIIC
K oTIZ4-8mg/MTHIT 2 L% 0D, FEITK
HEOIRESZ I N BHEE L L C3OmmE, OK
RE, OF MR T, OWEE AT 56, ®7T VI —
VE R, ©NSAIDS HEHNRBITH Y, b D%
BICIIHERAEICHEEFR (FkREE, HLZEIR,
AN, MEHME) 2S8ns s 2 ErmEsnTtsh,

I VEHAECHELZRG L TREM MR L 2255 B
THZENFERINTVDY, FFICERERELZ AL T
WBBAEICIE, MTX OFRIBRIEIC X o T2l iRk
HLEATZHZ LX), EIEH Y < 58S 2 ThElED®
RIEEINTEY, FHIEZE ShTwb2, 4REE L
725 BT, AR S ESL (T75%-93m%) &
T, B CTERERELZALTCBY, ARICIEEE
FTREFIEEZ NS, 5L MTX 5= dpde
fidmg/i (4-6mg/il) LARAETIE I N Tz,
MTX #5112 &7 6l T LM ER R A % S 3 IE B A
WEEINTWAED, WA RET Ay — v &
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Table 2 The data of all the case that died of pancytopenia induced by pancytopenia
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1 1 2 R 4 B 5 sfef
AE G 89 81 79 93 77 81
YA « I ﬁ I ﬁ
5 e | G| T m | W
FEkE: (X10/ul) 200 100 200 3600 200 200
Hb fE (g/dl) 6.2 7.2 10.8 7.9 7.4 7.4
M/EL (X10 ~ 4) 1.3 0.3 0.4 12.6 10.2 1.3
ERE (ng/ml) 1.3 41.1
MTX #%5-% (mg) 4 4 6 6 4 4
PSL 5% (mg) 2.0 2.5 1.5 2.0
AAAE (H) 2 1 6 5 1 2
N W | bk | REESE | WOLE R | Lo ek
A ;%%iﬁﬂ EHOIE | KWEHE | B 55

LT3@YHoEENTWE, Thbb, OMFRAR
BOFRIE, @ MTX MEFEEh OFIE, OIRATH 5%,
RIFIZ B CTPLMER A & 3 L 72 133760 C, 20
) BIRETICE - 7EFNL S FlRGE SN Twb, Thb %
fRAT L7282 A, MWL rE4p], Bk 160, Fiipg
fiE1X61% (54-755%), MTX 5L JeiE168 (3 -
20038), I1MiF Cre fi5i%0.9mg/dl (0.5-3.4mg/dl) & W
IFERTH Y, BRI F 72 I ZRYEIC X BT T
Hotd, THE DR TIIARE I LHEICERMIZE L
BOLNDDY, EFEIIC RA M3 ~ 4 5L,

F PR EGEI LMD PEVZ LS ERO RA R
FRDS I MBI H B L S5 720, RIED
PEICE L CRIAHTH 5, LB OILF Cre 512 B
L, HofEIE]. Omg/dl Kiii T 5 25 EHHI b 2D TH
H, —HIBLIZES % o 723260 Tl IiE Cre f5<1.0
mg/dl T A FEFNIZB VT PLMEKKD % 580D T 5,
EERR TR Z Nk L 72 eGFR B EE SN THE 5§

Cre [HD A CEHAEDOFMMITNEETH 2 A%, LW 75
PEREREE S MTX AU L, LBk 2k L 7-0]
REED ZEZ ON D, &5, BHIEN - BRI 2 Bk peks
EEHFLTWAEAIZIE, BEESMLL I EICEoT
MTX ORI AR L, FLMERA ISR S WM IC D W
THEREINTVLY, BROEFMICEL T, FTH
FELTEBTHY, SHICERERELVWIRIEE
EEZONDLERHATF2H LTz, 20X RAERT
I MTX OIHREEN LA LT WEMIZH ), £
Al & D DIEGLFEDTN D B Z L 12 & > TMTX OFfEH AT E

HiZHm s, PUMEREAD R LB EICE S 7289 iR
REAEN N5,

L OREFTHINETREZ LI, TAFKFA4 LT
Blg ST el (BRReEE, mle, HERRZ,
SHEAER, KTV T I VIE) 26T 5 RA BEIC
BWTIE, MTX OH I SE LRtz eE) 2L Th
%o FFICEEDOBERIEEREL A L TV AERTIZZD
ERMUDIHEERICEE L EEZONDL, LELELS, E
BORRIZBWTIE MTX O HPUETH L5450 %
Ao, FOLIBEEIIBVWTIRILKAED MTX O
RO LD OB R MR FNE=5 ) ¥ 7 %479 4
EBAH L, FPMEKBELOREIEAMTHY, FIkE
FERCBSBT LI ENEETHL EEZ BN,

X o

1) BRY = FEEMTX BESTA N7 4 VIRENE
HE& B v~ FHRBICBIAA ML FE— b
(MTX) A4 K714 2. % 15,2010

2) MEMRBAZER, A, KAGHaE, TR b 1g
MRS 7~ F 2% L T methotrexate A= 7SV
AL AT L, PUMLERAME & 7% o 72 HERRENT
HZD 260, EHAGE 31(9) 1 1285-1290, 1998

3) KWHIEZ, FkHER, REF, FREHRL 2R
VO FEZFIIBIFLZA NN L FE— ML D EH
B - ENSfOHEORE - . IRYO,55(7) : 311-
321, 2007
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The clinical features of 5 cases that died of severe pancytopenia under treatment with
low-dose MTX for rheumatoid arthritis

Munenori Uemura", Yutaka Morita”, Kengo Udaka”, Etsuko Sekimoto®, Hironobu Shibata”,
Toshio Shigekiyo®, and Shuji Ozaki”

UThe Center of Medical Education, Tokushima Prefectural Central Hospital, Tokushima, Japan
2>Depurtmenif of Hematology, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

Background : Methotrexate (MTX) is placed as an anchor drug of treatment for rheumatoid arthri-
tis (RA). However, many cases suffered from side effects of MTX such as interstitial pneumonia
and hematological toxicity. We investigated 5 cases that died of severe pancytopenia under treat-
ment with low-dose MTX for RA.

Methods : We reviewed the clinical features of 5 cases that developed severe pancytopenia and
were transferred to Tokushima Prefectural Central Hospital under treatment with low-dose MTX
for RA from 2011-2015.

Results : All the cases were women, and were under treatment with low-dose MTX. The periods

of medication of MTX were not clear. All the cases had renal insufficiency, and had a severe infec-
tion induced by pancytopenia and some cases developed disseminated intravascular coagulation
(DIC). Atonce we started intensive care, but all patients died in a short term.

Conclusions : Women, the elderly, and renal insufficiency can be risk factors of severe pancy-

topenia induced by MTX even if low dosage. We should carefully treat these patients with MTX.

Key words : pancytopenia, low-dose MTX, the elderly, renal insufficiency
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23. IMPAIRED AXONAL NA* CURRENT BY HIN-
DLIMB UNLOADING : IMPLICATION IN DISUSE
ATROPHY

Chimeglkham Banzrai, Hiroyuki Nodera, Saki Higashi,
Ryo Okada, Atsuko Mori, Yoshimitsu Shimatani,
Yusuke Osaki, and Ryuji Kaji (Department of Clinical

Neuroscience, Tokushima University)

ABSTRACT

Objective : This study aimed to characterize the excit-
ability changes in peripheral motor axons caused by hin-
dlimb unloading (HLU), which is a model of disuse
neuromuscular atrophy.

Materials and Methods : HLU was performed in normal
8-week-old male mice by fixing the proximal tail by a
clip connected to the top of the animal’s cage for 3

weeks. For interpreting the mechanism, HLU group



mice were released from the HLU for 3 weeks. Axonal
excitability studies were performed by stimulating the
sciatic nerve at the ankle and recording the compound
muscle action potential from the foot after inducing the
disuse muscle atrophy and the recovery, comparing
with age-sex matched control group.

Results : The amplitudes of the motor responses of the
unloading group were 51% of the control amplitudes
(2.2+1.3mV [HLU] vs. 4.3+1.2mV [Control], P =
0.03). Multiple axonal excitability analysis showed that
the unloading group had a smaller strength-duration
time constant and late subexcitability (recovery cycle)
than the controls (0.075%0.01 [HLU] vs. 0.12+0.01
[Control], P<0.01) ;5.4%1.0 [HLU]J vs. 10.0£1.3%
[Control], P =0.01, respectively). Using a modeling
study, the observed differences in the waveforms could
be explained by reduced persistent Na* currents along
with parameters related to current leakage.

After release from the HLU (3 weeks), strength-dura-
tion time constant was increased and reached up to the
control group level (Paired t test P <0.05), suggesting
that an activity-dependent plasticity of myelinated mo-
tor axons mechanism.

Interpretation : The present study suggested that ax-
onal ion currents are altered in vivo by hindlimb unload-
ing. The activity-dependent plasticity of motor axons
can be one of the mechanisms of nerve excitability im-
pairment in disuse neuromuscular atrophy. Axonal Na*t
current might be a novel therapeutic target for disuse

neuromuscular atrophy.

Key words : axonal excitability, disuse, activity-depend-

ent plasticity, persistent sodium current, ion channels
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FEE, MEITEEBROTGES L o TEERPRL L7720,
IRELDFIMT S EETH 5o ABNI N AR KB IRAE %2
JETH D, TEZB L OO o — AN E M
ThHo72,

29. BAHIY v~ FIxbd A MTX G & E o JLIMmER
WA %R LSBT L7z 5 Bl oS
EA SR, RE B (ER PR R BE
vy =)
FEOED, A B, %W
R 8% (F A

i, EiF ORI

[#3] x P bLFH— b MTX) ZEEY 7~F (RA)
XS AL R ERITH S, Lo L sERns <o i g 1
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i EOEELREEAZ X732 S, FEL
ZY 5o 20104F ~20154FE O B PLIMER A 12 THA- S 1
THEBID S B, MTX ORIWER & #2517z 5 ER % #%
BRL7-0THiEd 5, BEG] 4FEHso b Je#i381(77-93)
T, @PZEETH o7, THREORERITTH, KK
H, BEELELE ThHo o MTXHG5EIZ4-6
mg/#A T, FSHHMIZAITH -7z, PSL GFHBIE 3 #,
WEREGEABNL 1B CTh > 720 KAYIMO Hb fH, 5 PEREL
MM D L1327, 2 (6.2-10.8) g/dl, 66 (3-135)/
ul, 1.3 (0.3-10.2) H/Wl THo7, FEFTEED
BERREREE LK T OV 7 I VIMEE RO, MiETEY 3
7R B LTWwW, fiAEFR A EHE, GCSF % & T
AT 7208, MO PYREZ2 (1-6) HTEH)
MR L7z [BE] Bt ofkE 1L LT, S
&, Bk, BREE, EmRZ, KTV T I VMER EA
WEENTBY, 2 THEORKETFE2H LT,
CNSHICE DI MTX #EEDS ES L, HE 28w
X7 LRSS A BN, B RA BE (KIS
M) ICBWTIRfERE T % 55l L 2> MTX O
HI@EEns,

30, HEEKEFRIERA R > 5 — B B BN SR
e

Epg #—, T BT (S KRFREEZERT S
try—)
fepg #—, WO 'R, &I —47, BRE—,

W nF, kE EE (R R R

[Hr] LBezEd £ > & — (SCU) TOFENISAEMZE
RO IS, FRICOWTHET 5,

[J7:] 20144E 1 A2 5121 F CTIlTUBEARBE I 2
Wb ZE &2 3805E L C SCU IS TIEZ 7> 72 76 (BHES
B, k2 B, FIHERKTO. 1K) 12onT, BEHER
37 AHEOFH (mRS: 0-6) #HE L7z,

3] ERoNEIE, TESRZENEL 2 6, BREF1 61, H
L2RPIRE 160, JALessbRR 160, W eeyi el 161, H5
EHMERL 1 T o 720 BREHIRTILE 7 619 X TR ZE T
Y, 3BIDHEFFAM R ICIAE L 720 SCU AZE RS NIHSS
DL 1o FERED & A OFH Y ER 2 8Ag £ TD
R Z 16250 Ch Y, HEFELE LTiE, 1601t
PA BiE#E, 20N ME NG (BRI T A0
AT NT2e 37 A%D mRS DFEHIE 4 TH o7,
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[iam] Abe T ORENSERM A HIIMAEZE D IZ L A T
HY, HFTMERDOIIED S 0> 720 T O HUEERE 5
EWEETH Y, FEHI L > TRIMENBEREIERTH
%o

31, R HIRERIEAR - IREREFREZ 3721, IgG4
B B RE DLz 16
i RE, 2% FC (ERR TR
ek W, AER EE, Il f, Al
(7 M P EE
g A, =2 — (F BeEser)
oA ¥ (A AiENED

FEBNETO O T, FEI A LV AIROMEIRE B &
72U, EERFE S5 Uz BAFIOIER IS X 0 EIR S
U725, 2-3M I IERFR EEEB YR L 72,
MR TH NSHEIIR = Pz 2 e S, SRHSHA S h
72753, S lElC b A ARERZE o A5 IR BRGE B 5 55 % B0

b BT I 2 YA B R ) A R B R b 7,

ABE L, WIS % MfT L 72h%, WSEEhRBEZE D AT,
T B SR VX FERE C & 2 2 o 720 HR MR T3
HROMEMR ST, MEMRAE T IgGAD RS LA %32
Dz, PEOAT O A FTIRERIZZERICEEEHEL,

GENR A 7 > MEREIT o720 Z Dk b IREREE)FE % 2
BIVIREIRZ: &2 0K L 72,

TgGARS 7 B B CRBEHEE R OWF7E D & DAY ETH
JBLZEERATH Y, IREREF OB RET S &
WEE IR R L 222 0h b, ETOLHNE
BEMZ THET 5,

32. FEHERIFIEE AN G CHERREAT AT H IS SIS E 1 B
WEPR IR % FSHE L 7- S ikE o 141
R, R B0 (SRS A SR B R o H
t v —)
FREEAL A, L s, AR B, B
(Ia] - WERRIR - AR

TN

=

PR A (BB RARBEAERERIME > 5 —)
JEH B (RS s B B & P R

fedE A (R WREEH

R B UMIBIR S

GEBI] 75m%, Bt [FF7] EakkE, ma (BEAE] 73
W IR AN CIGENT 7 A [BURIE] AR
12HATNCE RO, 2 HA2» ST EEE 2o 72 7l
H 2 & Wl i o f 8 & Ealkbi s (JCS245) %1F9 &
NN o 7oz EICHEE S, ML Na fii25118mg/dl
T LT 2 72O MLUENT & BAdG L 720 BT O MUHE
fiE251308mg/d]l & BED 720, BRI YBEEICHE SN
720 KPBilE, E3VAMSG, & L0 % B0 7, M7
ATIET Y F=Y AEBO Lo 72, MAE707Tmg/dl,

HbA1c8.3%, GA40.5%, Iii%iEEF323mosm/kg, B-
b RE S F v R T5.8mmol/l & F&F LTz, Bl
W= B AR R, MR M — 2 A LB L, s
AV A YEES R BIIE L 72e VA T AR T
1, Z2fiE SCPR1.Ong/ml T& - 72%%, &1 64, 10
BHEDACPRIZO ENREA » A1) 3 WEEIZZE T IC
KT LTWwWizo GAD HUKIZREMETH - 72, BWidEdE
K0 2MEFSE 1 BIBEIRIE & W L 72 HARN 1 BUAEIR A
ERIREZED H B HLADRAZ A L T\ 7z, R8I
ARy JATOHEER8HAL, I F Ly 2H
e CARBE23H BICHik: & 7 o 72, [#42] FEMEIR i BF
AN T OMEREENT I BVESAE 1 BURE R % FS0E L 72
BIOWEE 3B v, T ELR 2 EO THIET %,

33. HEMIEZTMIHER S, WBEZEZ OF%E L 72t
LAEGR D —Bl

B B (R REEEERE v 5 —)
w5, HE R, WE 8, SRE SR,
WA g5, B A, BHEOBHE, A 3R
ikt (A JEBREED
AR SR, FIARRR, Y IR,
(IOl
o FHB GEEIIER > 7 —RaF)

S

Kk 44
AR

p=|

UERI] 25metcts [FE5F] A [BEARE] 2L [
FRIE] 20124 5 A 2> H20144E B F TR OB IELE % =
V720 20144E10 H B2 S 368 3 & ORI 2 7850, [H]
IR 72 BB FRE L 720 201545 2 H & 0 HikRIiGk % %
7275, R BBOFRE D K L Tz, 20154 2
H2THICAEEIE DD Y, EETO®ER CT IS THEM
ExRO, HBEMEEWICY B BAzs I Nz,

SRBERE D (T 3 — A C SR EE AR R T & AR 1S
7T B &, FEEE MRI Bigs C 34 JEEA 12



HIEZ R, A ONER LB L2 ERERED
feltEasm <, MEERMIMEIE R AT b7z, K
FElF O M ERA 3 £y b2 5IEWwIN D o-Strepto-
coccus DIWEHS S N7z, #it%, PCG & GM D ¥ 5- % #kific
L, 3 J123HIZ CRP Oz b & Bk, #&EI_=1
COFGIERL, 3/261cHERREEI N, [EE] A
BRI 2 O IR ONIR R L BT S NIEBITH 5, B
HEDOK AR TOREIX0.004% & HE SN TV 5,
—7, AR LARERED 7 %I I B HE LD & 0T
VDY, IR L ) EHENSET S &1
PLTENTEZVEWVZ D, —HICBEHEDFER &
L CUT L EHE) R LA ZE 12 & 5 LIS DB RE A5 E
B, RGO & 95 1B G LNERDTE DG & 72 5
ZELHVERVPLETH B,

34, FiRSRIRREED 1 GIBR A
ITEEE (RERARBEERRERIE > 5 —)
ITEEME, B O, b 474, Tk i,
e A, PR OOERA, MREBERE, IR 2R,
el BT, FREER ' (HEEARREBNE N i
T 2551

FEBNI60m M M TR RE e s,
B AT IS 12 2 em K o0 B SRR 72 K i 5 &
A7z SEFHIOMMEE CIXREFEEZIIRD T, B
AT NE e L, BETEE, BEEL L,
Mg, g~ —7—EH% <, T-SPOT &, I
#CT 12 TA S3I2E18mm KOKEfi % 8%, PET/CT
TIE[AHZIZ SUVmMax0. 9D WER 2 B0 5 b 00,
Mfges |2 BT RO T o 720 RSB T IR
EBWIDTE S NT, Wik % 8T % f61T L7z FAiET
RClX, A EIEOREE % EE IR OMMER O A %
R, A HBEDORIIR IR A JiAT L7z M3
Y- i, Pl THRBENEWERITH o 72, i
HGEN T IRAEVERERE & 2 S N7z TR BRI C
1, BEREEESEME L & B2, MAEPICHEOREALE S h,
KAIRHURE & BB 0 S L7z, MR OREN 2 RIS T,
SERIEFNKDT 4 7)) TG CHBERESH 722 &
AEIB L 720 BARIRIE IR b NS 2 L AFER
flitHZE 2 TR T 5 LB F e NELREIETH 5,
W% L, BikEEE 2 5 2ol s oENISNETH Y,
WTNIZLTCOYBRDPLETH L EER HND, AIEH
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THMATZWIHBO THETH > 72 FEZ LN L 05, i
HILZ &0 Sl 2 R I 2 AT > T AUSEIZ I & LT
APEE LM CERZWRMED D b ARILEN T h
RRAIRBGED 1 UIRRBI & #E88 L 72D T, #5 T DOICHE)
EREMATHET 5,

35. FAEEAE D s Parasitic leiomyoma @ 1 13l
w R (EEREREERERTME Y ¥ —)
Mo HR, g WIRE, Bl O, RHESRE

wli o ke () pERHE AR
[#=]

Parasitic leiomyoma (&, A ZMESEE T i Il A3 4 2
SEENTHEMEPNEREL THEELZLDTH B, AR,
MEREEE T = BT OE KIS L Y, B L-miEx
S 2 B FRRE D /N ASIEREPIC TR L T A L 72 HE
BIOFREDHEIM L T 5755, FMEED 2 BT A E
BNEFNTH B, 4, bbb ITFMBEED: D % v Para-
sitic leiomyoma % #£8% L 72D T %,

[ER)

3%, 2 AL 2 M, 8% 2T mEx s
& N7z MRIMAET, +5 LExEkDH 5 HERED
N3 %GR 7 7o TR SR T AR & 0T L 72 MR IS L
#EL, FBBIEL Lz, 1EHO MRIEA TlEwT R
DTV L OEBESARAE IR 072, W15 2
27 BRI, TRV HWOIERAH Y, FEimE
DEWIZE BER ST 2 TE L, EEETTE
MNER AT 2 T _EENEBE L 25, ¥ A
BICTFRROTENEMRERZ RO, BRI TE &E
BeLTBHY, L EEOWESE % B 72720 CTHREEEN
| ZHERE LTV 7o, s & U U CREE & IR RS L
720 IRBLZWT X lelomyoma TdH o 72, FAiiT A & iwHE
WMAERER 25, Parasitic leiomyoma & Z W L 72,

36. FEHRMRIEZILIC X 2RI R D 2 6]
A (PSR A E 5 —)
B OKE, =4 R, i Rz Ekm AR
G k—, B BHE R Wz (R 44D

& BN, N OHIL, T BOC(E AR
iz weE (F HLENED
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TEEREIINCTEFILL -T2 L0 ) LR HE 1233 LT PED ff7 L 72EBIC D\ TH i LS & s 5
Pilside % A U % EFBUERIF15-20% 12 5, 400, &% A2 EThb,

CT CHFERMNE DRI & 2N % % By, B [J73:] PED 2 ffT L7 7 2 ) — F22 A, B¥E21A,
SFM TR LA 2HERR L -0 THET S, FEH 1N, 1TE~32E A L7z BE4 N, K¥EE
11389 o MRS A OB E, WM & e TilklE % TN, TRTF2TAR=VEF6AN, BLUITHAKR—

%%, CTICTRIBEW AREDsSEDNZ20HENE YEFSATH 72, THAR=Y BFOPIZIXEN
Ziffigre fRim39.1C, WBC6600, CRP13.3, ERCP T b v 7721 = FbHFEN T, did e L TR
BREBETH), Y CT CTIHYEMEOR S  S0HEOAE, BIE, THIE, AR— &R #HE

b7z 0w AR ISR C, FEERIEAT L

Blo FAEY 2 & FEIKEICZEILD 0, BEENICKEONR (H52R] P FAirke 1352, 590, Bde, MEEGZ &0
a0 FElE LW, BEENESGSI TNV - SHEREDP > 72 BRIBEFEZ LZRFELIA, 70 A
VAT o Tz, MRISPUERNGR 2TV, MRITHEICE K- vEF 1 A3 L720%, BE PED % jafr L&
PRILBE, AEF] 2 (3847 Mo #E2E O Il SepTihdt, B %2 (AR Z ML 720 BH VAS I3 Hl 2%, 520 5 iy
i, KRIBHREH$ 2 FMED Do I8 E TRTEERZZ, 0.5, TBE VAS I3iaI4%4. 55 5 £0.5& 2 0, A
CT THERENOBEAREE L REBEREZRDZ20, $ NV EREHRIIMER S AN S §HMTH -7z,
SHRZ R, WBC27600, CRP5.8, 5 CT T H M [#iam] 2> TIIBEHEREBBA Y = 7 2SR CBIR & 5
IREZRSL, ZIEVEREREMIRES, MEIREA S b BE BT 27 AU — F bz, PED EHEH OWRAF A
T2 ANDIES, BAMEED CRBEFRARESNT  BETHTHY, AR ~OEHHHPE S, DA
WOREFEONTz. RS 2 & FEEMICZELD Y, R— ki ge % TR EE R bz,

MBI RREMEIEE T & %o Tz, FEIE LY

Ay, TR R AR, A RUBEA, PREE RSB L O

FL =Y %frolc, MREBHAERGHE ATV, MiR17 38, B MALT U > /8fE & 47 L 72 R B 161

HH IS inbe, = R IREZE LIS X 2 PUIE TR 2213 Ml R (RERFWERRERRIMEE > 5 —)
B W, RUGEPEETH Y, HivE O SEREED ey EE, RE R, =3 B, BE
ERZWE L TREICBLEDN D L, A M=, R IR, R, RME BT

mlE BES, EA HEZ, A B, BT,
BRE EE, ORAT WK, WA B, BA OB
37. WEMEMERIAR AV =7 2 RE L 727 2 — MK LT B G (R RER BB A AR LR Y

DFEFZ I PNARSGEA THERIA A~V = 7 fg il (PED) B2 )
DA% B BOR B3 (FEE R ER)
Pl Bt (B KPR AERERTME v 5 —)
VAR A, B OEME, WA RS, BHEE, FEBNIT0iAL, Bk, HZ o LEEILE N SR
I =k, B Sofh, HA e, EHE G- (EGD) X THICRE ZEM S N YTHB . TP A
(If] #AED ZIZEF 250 o 720 4B EGD T3 Al BE &k

(220mm KO FAMIHZL 2 780, ERHTrmabilE
(] BEHEHERIAR A OV = 7 I EFFE W2 5 258 WIEHE (tubl) EBWra e, 72, B THEHAE%EE
ETHDLA, TR = P TRIVEEHEESSVEE  ANCEE AR 2 38RMRA %329 72, Narrow Band
ZAbNb, TA) = CTHAROELEHOBRGE K FA  Imaging KSR TRIAY —LIBREEETER LAE
R \OEIFNHASEL 2 5 BEHAREGER THE  0EZED, REESIIIERERE ) S EA L Tw
M~V = 7 H A5 (PED, percutaneous endoscopic 720 HERTITER Y U NERDOEFHED 1), CD205E 1,
lumbar discectomy) 1%, JRETRREE T CTOMRRBETFM T CD3FFE, CDIOEM:, w<<A, IGH Iz T-FHHH T
HY, TAY— M LTIWHEBEEZSNSL, KHF HH MALT ) > 8 (Lugano 7348 Stage 1) & ZHr
JEDBHINE, BEHEHERIARAV = TICRELZZT X — b SNTze B IR LT IBLER ARG IR T s s B AR % FEAT,



5 BRAS S 13 typeO-IIc, tub2, m, UL (—), ly0, v0,
pHMO, pVMOTH > 7o MALT V) >/ 3JEIZx} L HP &
W2 FEAT, V) > SBERRAIE ORI % RO 72 Al
#1041 HTh A BT b YL REHBIZEH TH 5,

B & MALT Y > /BB 364760 T 1 HP 8k % St 5@ o
AT & LTRETLHMIRIBEIN TS, ZOEETIE
KA cytokines, NF-xB, API2-MALTI1§z)#E & (T4 &
DEGATREINTEY, KBIZHB VTS HP B x5
i & L7 MR RAEATRE SN D, MHEDHAEIZOVTIR
AL BN, S5 % HIEFHOERITED WD
VEEEZLND,

39. il B IR R BYIR A A6 RE 1%t L I 5% it B Bl &
1172 31
B BE (BRI IRBEREERE Y Y —)
I WeE, T OBE, R BA, RTORK,
A R—, JITRE—RE, i Bl KA R,
Il s, R &, Rz
(I 448

O

Hia - HiY)

I EENIR RENIREEAAE (DAT, AE) B sk
HBTHb, 40, A 3BT UMk T I R % 5
TL, BIFREREE/-OTHET 5,

[iER)
FEBY 1. 32i%, oMb B % FFHRICHKRE, &5 CT L,
e 2E S1012 FAT KENIR 2 & IE 3501 3 2 BRI % &
N ERIRER T BRI N, REFEDbI, BFESET
FEM T REDI B & AT L, 2% % % 4-0Prolene 38 5
P TILIR L 72, itk 6 HCIRFE L 2o 72,
FEBI 2. 645%, k. BREREZ L, R CT L, £TF
E220mm KOFEE % /i SN izo TATREIIR O F i
B E & ) AT SI0ODERE R I 2 ) ME R b,
KRIAE & 2 6N Tz MWESE T/l N 2EE - VI Bl % FidT
L, BEIEL BE#EGEF CU L /-, vtz 3 H T:EBEE
Elr oz,
FEB) 3. 75k, B, WML E FFRICRE, WEBHEAMEE
&, AT OERER TARO bz, @5 CT L,
TATREIIR & 072 T REAEIROSERE T L Tz, Ml
BT AEMT T SEYI RN & 64T L, SR L% % 4-0Prolene 78
ek e CHLEL L 720 itk 3 H TR & 2 o 72,
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[#3E]
Hifi BB AR KEDARAZAGE |3 5 B e g5 T Bt Bty 2 3 1
BFBERL, WIhd BIFaiERmrs o, MKEiRKE)
PRACAGAE W20 LIRESE TR IE R Ve /2 & E 2 b iz,
KENIR D & O EH IME OB P IR DT N5 2,
HEIREGEFIC X A B S Z4athE B D 1 21k
hHEEz BN,

40. Weekly Paclitaxel (PTX) #E12 & h B4
B N7 YIRS REMUR S 15 R fE 0> 1

o A% (B KRR ERRATIE 7 —)
mEIE, B RAE, M BT, BT B,
M AT, A B, e H&E R P,
NHLOEE, S TG (B KRB RS AT
FeERIH LA B2 B )
BOR RBFE (S RFEbH )
ZE el (B R B AL g L

i

FEGIE60m T, e EMIBEE R & 5EiE % F IR0
Exzw L, M/MURT, RERILO L5, W% i
SN, WEOLZOEFEN LB SNz, METHRE S
Nn7zdse CT CIIME - fFlRic£ 383 % LDA 2789,
50 - BFIEE & L IR Rl S ze Lr L, ok
7 EBRE b, TESERETo728 25,
M55 ANE & BB S, IEE IS SFHCRAM Sz, &
PRAT R CILEEICIF % 3Rl L 72 M2 U,
M/NREA (6.755/ul), FDP @ E& (42ug/dl) %#8®
720 TEFCT T, MEIZIIX 7Tem IZHEAR L, WS
RICAELDO LDA 1), HHEEIZLBOEELNRDZ
UV IUERE % 3B 720 45 ¥~ F - MRI T EHME -
i - BRICEROERELRO T, DLEXY, M
MEWE (StageIV), Z%MF - BB LBM L2, A
Befs 2 DIC #f %6 L CB Y, Weekly PTX 12 X 21k
LR HR DG L7z i B AIHIEL37%AE/ D PR T
Holze TRIGHELLTIE ADM BHF, SV 8= 7, do-
cetaxel H%], GEM+DTX ##:, IFMEH D&KL ¥ 2
AT L7250, BEHEA 5230 HHIZ, PR
12 & DAL TKIRS N7z,

MERIEIIEFICENTTIRARLERTH Y, HE
BRI EINTBLT, 3L AEOERMIZZH ST,
5 LEEDHNOEGTHRTH 5,

L, Nicolas 5 135 T Bk TdH 5 ANGIOTAX
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Stuady 2B T weekly PTX O 2 M5 L7z, A
JEBI X weekly PTX 12X ) EEE GOSN EE R
FEBIE EZ SN D,

41. PS AR ALK fl&E 5T Bk o 35 4E Ml 12k L
7)) F ZTHRER L 72—

el B (RERARBEERERERIHE > 5 —)
VeH W, fEEEOIER, BHE O, WO B,
TR OBOR, BE Am, R Bk, R L

([ Weeds - BN EL

JEBNI 285 e, 20XX 46 HEH L VIEFR 289D 5 &
Il otz FEF SR CEAEH RSB Z IR S,
WA ST 55 UEST, 7THICYEEEREZZ L,
SHER CT I\ CAESEESIC Y v SEilE A% 30, MR L
SCCHEOEE %D 720 9 HIZPET-CT ##fg L /-
A, BERBEM TR, RNz O SIS
KV UoNHE, EEWRE, BHEANOFDGEE BRI
7oo TESHER) Y SHIEM ORISR, WRMEEL L2 h
ez Ehn, MESEEMEE LN, 107 ISFHFA
ANz, RETHFERA L CESBEORKE, &, Wi, )
VONHR, BICERE R AT A MRS (cT2aN3M1b Stage
V) L@Wran, ALK B8R TAESER ) v oXEi4
OB Tl FISH {: & SR gt 0wy /5 C, il 35 A= 4
BAATIREROETHETH > 72, BEHEN R I A
7 MK B AR ) R DEAALRCMIE L RO S L 9 12
%0, PSIZ3 FTIRT L722%, W IIx 3 5 B
BIBETE 2 )V F =TI X 2IBEERB L 25,
MR Al X B L i 2R L, Bk
S5HHEICIEPSI1 FCeksEl, MEXG S QEElT
720 ZVVFETICEDHERF L LCEL, EH,
REEEZZD72H, WINd GradelTH V), ZAEMI
BifCTH o7z, BUE, WHERRGBE T » APEBEL TV
B, BRI BEAIRSF L T\ b,

42. FVEIMBIF LT R 7 4 =~ ) TR L 2 72 14
HA WE (ERELPREREEERE LY 5 —)

®OBA, BT A, BT MK B R
NFH—ES, ST i, KM W, Ul W,

N, TR ez

(17 A1k

g, BY. HE, /UK

BEIHLEL)

A AES L)
Haw)
TSI = AR BER E R

YN
Eunit)
W
B

%0
Gl
“H
skt

~ o~~~
T = =

[FEBI] 447 B Ve MFEHICHI0m O EFT A S % L,
MEED N7 ¥ =N DPEFHFEEINTe 774 N7 & —$
g, CIPEPHI M, FERBAW, 7L AV F 2 AL
vavr, B#EE (GCS E1IV2M1) #3©, #HiT
SUETRE, GIRERN L F— 2, RASEIRBHER 21T - 720
WURE HidT %, PEERIPIRIREE X dE L7,

SRR R A L2 & 2 A, TS5 IEmegs, 4
Wiietss, G, 445 eadr, mERow - B
FZ2Ro7, AERLF—2% 1ABN, % G
L, ICUTEYEHR 21T 720 H 6% H ICIFREED 5
BERL, B 7WHICICU %3B%, #1090 H IS RINE 2
A, PEET o720 EIGHHIZU NE Y HRYIZHREE &
%Y, WEREBOEIRL ~NVIE GCS EAVAM6E T L
T/ AGEFIO TRISS 12 & 2 Pl A A7 31319. 9%
Tho7z,

[Z22] WMEMEIZEICB W, BEEOEHEE (FiE
BEEAME) \CHAMTED L TH LA, 08, W, 1EBR
DEHTERIMEG DG & ) BEEsEW LT bhTw
%o RIEBOFIAELFRIIED > 7258, BHIHEFE LK
R (FEERS), MEEY 9 v 7 0MEx1iT) 2
LA X, TEBRIICREE &+ &g S, T RVERNIES = 1%
RRRIZ L 2722 &75, BEOHG, Bkl NV ogEEc
FHLltEZOLNT,

43. REIEE, MBERRENAAO 16
THERED (BEREREERERIHE L5 —)
THOE R, ME A, RE B, RER E,
W RE, R S R REL FIRIE,
AN, A A, W FRA, AR ANE,
EfE IEsE, &l R (R R REER R A
FEER UL PR 2w Bl o0 B )

FEBNIATR LM s O S P A T3, 7Tem K D 2 F
BER AR SN, TEEZZ L7, 200943 H, JFER%
RETEEIEIRIE & ST L, BERESE T /2 BBl = fifT L
7o TREAKRZ W IRIE R E CTH o 72, 20104E 8 A,
BB RIS RS L ORI R AT BL L S 4 U R BAA L



720 20114E 3 A, #h#¥%E CT TCR &% o7z, PETCT
TOLEBZAOT, I by UAREKRIELZZ, Lo L,

K3 6 # A CHEBRARRATTA L7 WIkE T 5 b
HIHIRN R % RO %2 0o 720 USRS % 54T L 7225,

TEED B B TR NI EETC & B o 720 20144F- 8
H, BB E %0 3 b % 0 EDP (Etoposide, Dox-
orubicin, Cisplatin) =% L7720 2 I — AT
BHEHEILSD (42.3%) THorzo 3T—AKTHEIC
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